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Application For Renewal of Research Grant ^ ^ ^ ... *; 

(Use extra pages as needed) r | £ jLa ^ L* t i L~ '~J : 

- _ Firs* Renewal □ Second Renewal □ Date: 7th June, 1973 


1. Principal Investigator (give title and degrees): • > 

■■ .. ...■■ . ■ ;; 

•";‘v. >kVv . - r. ■ , ,.•:.' Professor Lucio Severi, M.D. 


• ’'V 5 .(• .y. 
' r •t 'j*-. .'* 


2. Institution & address: «.A- 

,'j; .<. ' •• ; V:^. V ;• • v Division of Cancer Research, 
7**;; University of Perugia, 

P.O. Box 327, ' 

06100 PERUGIA ITALIA 

3. Departments) where research will be done or collaboration provided: 


4. Short title of study: j *y • 

>?v T; . . 'Attempts to identify the/viral agent(s^) responsible for 

f sheep-lung adenomatosis and to ^transfer) this neoplastic 
- ‘ disease |to rodents/ y 

5. Proposed renewa! date: ^ September> 1973 . ^ ^ V 

6. How results to date have changed earlier specific research aims: .V' 

Jfy’it*'''-r’i.' -:rx' *»**■•} ~f\- * /L v ; . -V. r-x- ' . . \ 

No change 


. . V. 




7. How results to date have changed earlier working hypothesis: 



No change 


Source: https://www.industrydocumerits.ucsf .edu7dbcs/nfdifiOO'OtT " 
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8. Any additional facilities now required? Describe briefly: 


. v ; v 


V v 

-'ll' , r V ir ' 

Y-'i 

>•, \* *• <.. 

r $h 




^ • The Institute of Biochemistry will kindly supply 

'■ : ■iv.:.- .facilities for the reverse transcriptase assays; 

but not the consumable supplies. 

. • ’’ . “ : Fights to Sofia and Edinburgh for the collection 

material .owing to the difficulty in obtaining 
: ..~y"2 ‘ r these in good condition. ' 




9. Any changes in personnel? Append biographical sketches of new key professional personnel: 


- ; » 


None 
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!•'? 10. Append outline of experimental protocol for ensuing year. See pages 5 and 6 (attached) 

11. List publications or papers in press resulting from this or closely related work, (append reprints or manuscripts 
. 9 > not previously sent). -v-. 


i'-i 


o 

o 

co 

in 
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12. Summary progress report (append in standard form as separate document, unless recently submitted). V; 

Source: https://www.industryd‘ocurrients.ucsf.edu7docs7nfdm 


^ its* -J 



C. Other expenses (itemize) 

Reverse transciptase assays 
■% : ’v r (Consumable supplies for 30 tests) 


Sub-Total for B 3 i 325 



' v '*V> ., H■■ ■. ... ■ ■ V v," ' 

• 3 ; 

■■ .;■•:•■■ v- .' . 


V'--a. 

13. Budget for the coming year: 

;-V.vy 

v y-y'T "•■?%: 



^ A. Salaries (give names or state “to be recruited 1 ') 


% time • 

Amount 

9 ■: 

Y; Professional (give % time of investigator(s) 




-‘ 


\ even if no salary requested) 

£• <\ • . i,. v. .. •• . . . ; ..-.. \ 




t . .“V 1 ■ 


Prof. Lucio Severi 



i' :r 

■ - , • .. ..Vvr.y 

.- > - 

Dr C. Biancifiori 

- ■’ '" ■ ‘ ... . • . 

33.3% 

2,000 


' - •' '• ' 

Dr R. Ribacchi - 

P , v ' ■' r • ■’ «■•■.’- .... 

40% 

3,500 

, • r ’‘.J » r-'.‘ ,V, • 

■ v j; 

' -1 Dr , E. Bucciarelli 


33.3% 

1,800 

V" ^V'''■■ 


-VM Dr G.B. Bolis 


33.3% 

1,200 

'' - \ . ’ j 
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k‘ v 'k ; 7 ■■ 

•'..’■‘Vyyi.v • • v ; ;. v 


; ■“ 


• v-.C : . 

^ ‘O ■ 

Technical Histological Technician 


1,200 

.' ■ ■ ■* '. ‘ . ■;^c. 'A* r*>.• 

• { >£ 4 : -rr-.V- 
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?jV J ..V: ;« '■ . % : V • 


■ ‘ ■' • : : • , 
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Sub-Total for A 

$9,700 


i-jf. 

Consumable supplies (by major.categories) 

j ‘ ’ 


V ' . 1■■ y -*t '• •• 

*; " ’ . ‘ • «* -• y>; r yi 1 ? \ / • 

■ 'ru:~;r- 

Sheep samples and other 

material 


1,000 

, v ;. 4 s t .v \ t f y.'- •• 

' ' 

’ Animal food and sawdust 



600 

/y.*;’ • 

r'} 

Media, and chemical and 

bio1ogical 

supplies 

1,000 

V f : v '-y ^ . 


' Ins turmen ts and glassware 


600 



Staining materials 



125 


. j.y„. . 

■ : --V .; , ; ■ • 




- ' ' ■ ' ; 


Flight expenses for collection of 
'fresh material 


1,300 

2,500 

3 ,.aoo. 


;: V .v. H ...• .t: V ' ■: , 

/ ;v ; -© M&. 


Sub-Total for C 
Running Total of A -f B + C .tJ^S 


CO 

at ':m 

■; 

M • 

fs? 

<0 


D. Permanent equipment 1 (itemize) 

300 Animal cages 


600 


M 

t 


E. Indirect costs (15% of A+B+C) 


Sub-Total for D 

' E 


600 


2,523 


$19,948 


Source: https://www.industrydocument^ucsreau7 
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^jblf^r sources of financial support: - ' : ^ ? *7 V ' <'7 / , .’ ^ v ;‘: • ". 

'0& • > ^'^jmiTi non cia!' support from all sources, including own institution 

f > """' V -' : ’ -■•' '"• M ' - : - r : il'-.-/ : ■-''■■< 

• v - /••■■•• •; • CURRENTLY ACTIVE 


for this and related research projects. 


7 : 7 :• r- 

Pte^fn»ie orp,oiec; :'r . • ': • 

'-v‘ : - •'•" • - -• "V 

£&» '>% 7<* i.vl- 77'>- : 

^-. , \ : ■ • ■ 


Source J -' 

(give grant numbers) 


NONE 


$3r ■ mt* ~ -T* v v 7 ; : .: t * ^ 

'/l.-r"■■■ - 


•"■ ■'*' Title of Project 

' “ ’- Jt. . ' : • . 


PENDING OR PLANNED 
Source 

(give grant numbers) 


til' "7:^, v ;?. : ^v>7/••'•■'•:.-;.v ■ v;. '\r 

j§Sc 7' " ;77<r ;,-7-- 1; -l'.7 : -;: " .;• •. 

mi ^4§ >r 

3k>>?v-^':v\,■*’ ; v v • • • v, «77 •'-. y ■ ■ 

V :?*%:•/■■ ■■■■/.■/•. :\\ i, j ' , -» V , 

-. 7: fV 4 .:•*■* ' 7 .;• -’• V7 v '; • 


H is understood that the investigator and institutional 
officers in applying for a grant have read and accept 
the Council's "Statement of Policy Containing Conditions 
and Terms Under Which Project Grants Are Made." 


Checks payable to 



Principal investigator 

Typed Name_ P r oif 

Signature _ 

Telephone- (L ? 


Responsible officer of institution 


Inclusive 

Dates 



Inclusive 

Dates 


Number Extension 





■vmmm. 

•xtf x Vir tyjjt 1 { 






Moiling address for checkc 


Signature _ 
Telephone * 


u f u u>J Date 

All _ 21. UA _ 


Number Exteniien 


;'7.v f'- 7:. 


Source: https://www.industrydocuments.ucsf.edu/docs/nfdrm 


1003544130 











10. 0 n 11in e o f experimental protocol for ensuing year 


■ ‘ -,v o 

. ' & 

i v v J<'X 

' ' : ; ! *:1 


'*k : 


* ;; As reported in the first Semi-annual Progress Report,' 

sheep-lung adenomatosis cell cultures developed a cytopathic 
change character i zed by small, round, fas t-gr owing cells ».' 
r which piled up, between the 20th and 35th days in culture. ; r 1 '" 
Normal fibroblast-like cells, derived from a lamb testicle, 
and a fibroblast-like cell line (AdP2a), derived from a 
sheep-lung adenomatosis, were maintained under the same 
culture conditions but did not show any cytopathic change. 

The same cytopathic changes in cell cultures of sheep- 
lung adenomatosis from Kenya were described by Malmquist ‘V 
et al. (Lab. Invest 26, 528, 1972) and, in addition, they 
showed that the cytopathic change could be transmitted by 
cell-free tissue culture fluids of an adenomatosis case 
to a fetal sheep-lung cell. The transformed cells contain¬ 
ed herpes like particles. v /’.y 


. V' V*', * 

■ • i:, ‘ ’*'•■** 

ti 

r^MW: 

WC: 


' * r, 1 


... .• a. . j.' i*. 1 . -■ • 

. ° 'v >■ 

; ■ . • ; f .*£•. r-*r. •*.«>> 


Thus the results we have reported do not change the 
earlier aims and they reinforce the earlier working hypo¬ 
thesis..: . 'V ; '^' : : y---.'V-: .. . ;y-.'.y • 

y. The experimental programme for the coming year wi i 1 ... 

cover the following points: ■ yV.-Xd' X 

1) The starting of .cell '.culture lines of 8-10 cases tt 
// of sheep lung adenomatosi s . ..The s"oiTFces of spec- ? 

' ' ' ' imens. are the same as those reported in the ori- <r 

ginal research project, especially the Moredun 
Institute, Scotland. ;'V ; f 

This will give us information regarding the dif¬ 
fusion and significance of the cytopathic changes 

wehavedescribed. ; 

2) Search for sheep RNA C-t y p c particles 

This research will be carried out on cells cultures 
of all adenomatosis cases and on fetal sheep fibro¬ 
blasts, before and after iododeoxiuridine and/or 
bromodeoxiuridine. The C-type particle identi¬ 
fication will be studied by: 


V. ' 
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".v-:r 




J r 


. vW 

-■ m 



A. Reverse transcriptase tests 
ture fluids 


on tissue cul- 




© 
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CO 

cn 
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v S.V 






/J''. - . . ■"^-/b'^ 

Source: nttps:7/www.inaustryaocumeritsTucsreau/aocs/rvramOOOD 






B. Immunofluorescence for gs-3 antigens with a 
very sensitive immunserum which will be sup¬ 
plied by Dr Robert J. Huebner. 

C. Immunodiffusion for gs-3 antigens, on tissue 
culture fluid extracts, before and after eth¬ 
er treatment. I/D will also be performed on 
the original adenomatosis tumours extracts. 

D. Electronmicroscopy of cell cultures and pri¬ 
mary lung tumours in different conditions. ^ 


3) 


Search for herpes-like 



A. Attempts to transfer cytopathic change to fetal 
sheep-lung cells by cell-free filtrates of tis¬ 
sue culture fluids and homogenate of primary 
.tumours. 



B. Intensive electron microscopy study of cells af 
fee ted by cytopathic changes. 



v. :: . C . Attempts to transfer the disease to rodents 

viS.V/r'v ' . v ' 
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